The incidence of proximal gastric cancer (GC) is increasing, and methods for the prediction of the long-term survival of proximal GC patients have not been well established.
INTRODUCTION
Gastric cancer (GC) is the fourth most common malignant tumor worldwide and currently ranks second among the causes of cancer-related deaths [1] . In recent years, the incidence of proximal GC has been increasing. The biological behaviors of proximal GC and cancer in the lower portion of the stomach exhibit certain differences; most studies suggest that the effect of treating proximal GC is lower than that of treating cancer in the lower portion of the stomach. Currently, although there has been great progress in the early diagnosis of and radical surgery and chemotherapy for proximal GC, the postoperative prognosis of patients with this type of cancer is still not ideal [2] . According to the relevant provisions of the Union for International Cancer Control (UICC), the TNM staging system, which includes infiltration depth, lymph node metastasis, and distant metastasis, is among the most important indexes used to evaluate the prognosis of patients with GC [3] . However, certain differences in the prognosis of patients still exist, even among patients with the same stage of the disease. Determining how to individualize treatment according to the characteristics of cancer patients and the features of the tumor is still a main problem in the treatment of proximal GC.
Nomograms have been used for the construction of several common tumor prognosis prediction models [4] [5] [6] [7] . The performance of such nomogram-based models is superior to that of the traditional staging system [8] . Most current studies that analyzed the prognosis of GC patients who underwent individualized treatment and follow-up used a nomogram prediction model based on postoperative factors; however, few scholars have reported a prognosis prediction model associated with a nomogram involving the preoperative factors of proximal GC. A preoperative nomogram prognosis prediction model can be a simple and effective prediction tool for the early identification of a poor prognosis following proximal GC radical surgery and can provide an important reference for choosing appropriate cases for comprehensive preoperative treatment. Therefore, the aim of this study was to develop preoperative and postoperative nomogram prediction models for long-term survival using retrospectively analyzed data from patients with proximal GC based on a prior investigation of the preoperative and postoperative prognostic factors.
MATERIALS AND METHODS

Materials
This study involved a retrospective analysis of a prospectively collected database of 2929 GC patients treated by radical surgery at the Department of Gastric Surgery of Fujian Medical University Union Hospital, Fuzhou, China between January 2007 and June 2013. The following inclusion criteria were used: (1) Histologically confirmed primary adenocarcinoma in the proximal third of the stomach; (2) No evidence of tumor invasion in adjacent organs (the pancreas, spleen, liver, or transverse colon), enlargement or integration of the para-aortic or splenic hilar lymph nodes (LNs), or distant metastasis demonstrated by preoperative abdominal computed tomography (CT), abdominal ultrasound, or endoscopic ultrasound; and (3) Total gastrectomy plus D2 lymphadenectomy with curative R0 resection based on the postoperative pathological diagnosis. The exclusion criteria included the following: Any patients in whom the center of the tumor was located in the middle or lower portion of the stomach (n = 1971); patients with T4b tumors (n = 152); intraoperative or postoperative evidence of peritoneal dissemination or distant metastasis (n = 13); incomplete clinicopathological data (n = 35); or gastric stump carcinoma (n = 12). Finally, in total, 746 patients were included in this study ( Figure 1 ). Of these 746 patients, 613 were men (82.2%) and 133 were women (17.8%) with an average age of 63.14 ± 10.05 years. The data from the laboratory blood tests, which were conducted within 1 week prior to surgery, included the preoperative albumin, hemoglobin, tumor marker (CA125, AFP, CA19-9, CA72-4, and CEA), and fibrinogen levels. The preoperative comorbidities were described according to the classification system of the American Society of Anesthesiologists [9] . The postoperative tumor size was determined based on a measurement of a tumor tissue sample removed from the tumor with the largest diameter [10] . The data regarding the patient demographics, underlying diseases, clinicopathology, and preoperative and postoperative monitoring were recorded in a clinical data system for GC surgery. The type of surgical resection and extent of LN dissection were selected according to the Japanese GC treatment guidelines [11] . The resected specimens were histopathologically examined and staged according to the 7th edition of the UICC TNM classification [12] .
The research proposal was reviewed by the Research Ethics Committee at the university, and all procedures were performed after obtaining written informed consent from the patients following an explanation of the surgical and oncological risks.
Diagnosis and follow-up
The preoperative T and N stages of the neoplasms were assessed in all patients via proximal digestive endoscopy with a biopsy, chest X-ray, total abdominal ultrasound, and abdominopelvic CT. The preoperative T staging criteria were as follows: cT1-3: tumors located between the mucosal and serosal layers with no evidence of the involvement of the serosal surface or adjacent structures; and cT4: cancer affecting the serosal surface or directly infringing on adjacent structures [13, 14] . The preoperative N staging criteria were as follows: cN0: short diameter of the regional lymph nodes less than or equal to 8 mm; and cN+: short diameter of the regional lymph nodes greater than 8 mm [14] [15] [16] . Trained investigators performed the postoperative follow-up through mail, telephone calls, home visits, or outpatient services. The overall survival (OS) was calculated from the day of surgery until death or the final follow-up date of June 2016, whichever occurred first.
Statistical analysis
The statistical processing of all data was performed using SPSS version 18.0 (SPSS, Chicago, IL, United States). The optimal threshold levels of the preoperative blood CEA, CA19-9, etc. for predicting prognosis were acquired through the X-tile software [17] (Figure 2 ). Using random sampling methods in SPSS 18.0, the data were divided 75/25; 75% of the patients were used in the training set, and 25% were included in the validation set. The optimal threshold levels of preoperative blood CEA and CA19-9 for the prediction of prognosis, which were acquired using the logrank test with the X-tile Software, were 4 ng/mL and 33.35 ng/mL, respectively. The continuous data are reported as the mean ± SD, and the differences between the sets were analyzed using t-tests. The categorical data are presented as proportions and percentages and were analyzed using the chi-square test or Fisher's exact test. The Kaplan-Meier method was used to conduct the univariate analyses, and the log-rank test was used to compare the significant differences among the subgroups. The Cox regression method was applied for the multivariate analysis of the factors influencing the OS in the patients undergoing surgery for proximal GC. The results of the multiple-factors analysis and each risk grouping are shown with hazard ratio (HR) values and the corresponding 95% confidence intervals (CIs). The R software (version 3.2.0) was used to describe the nomogram based on independent prognostic factors [18, 19] . Receiver operating characteristic (ROC) and area under the curve (AUC) analyses were used to determine the adequacy of the prediction models. Values of 0.7 and higher were considered clinically significant, and the optimal cut-off values were established according to the Youden index of the ROC [20] . This model was internally validated through the validation set. P values < 0.05 were considered statistically significant.
RESULTS
Comparison of general clinical data between the training and validation sets
Of the 560 patients in the training set, there were 462 men (82.5%) and 98 women (17.5%). The average age was 62.98 ± 10.72 years, and the average body mass index (BMI) was 22.03 ± 3.52 kg/m 2 . Of the 186 patients in the validation set, 151 (81.2%) were men and 35 (18.8%) were women; the mean age was 63.64 ± 10.00 years, and the average BMI was 21.79 ± 3.57 kg/m 2 . The preoperative and postoperative clinicopathological data of the patients in the training set did not statistically significantly differ from those of the patients in the validation set (P > 0.05) ( Table 1) .
OS among patients in the training and validation sets
As of the June 2016 follow-up, the patient groups had a median follow-up time of 72 mo (36-112 mo), and the follow-up rate was 97.3%. The 3-and 5-year OS rates among the patients in the training set were 64.9% and 57.3%, respectively. Among the patients in the validation set, the 3-and 5-year OS rates were 69.7% and 62.1%, respectively.
Analysis of factors related to OS among patients in the training set
Univariate and multivariate methods were used to analyze the preoperative and postoperative factors associated with OS in the postoperative proximal GC patients. The preoperative single-factor analysis showed that age, preoperative T stage (cT), preoperative N stage (cN), preoperative CA19-9, CEA, ALB, and fibrinogen levels, ASA score, preoperative tumor size, and weight loss in 3-6 mo could significantly affect the OS (P < 0.05). The multi-factor analysis showed that cT, cN, preoperative CA19-9 level, ASA score, preoperative tumor size, and weight loss in 3-6 mo were independent preoperative risk factors affecting OS ( Table 2 ). The postoperative singlefactor analysis showed that postoperative T stage and N stage, postoperative tumor size, vascular invasion, postoperative blood transfusion, postoperative complications, and neoadjuvant chemotherapy could significantly affect the OS (P < 0.05). The multiple-factor analysis showed that postoperative T stage and N stage, postoperative vascular nerve invasion, tumor size, postoperative blood transfusion, and postoperative overall complications were also independent postoperative risk factors for OS ( Table 3) .
Development of a preoperative nomogram model for OS in patients and prediction of performance of the model
A nomogram prediction model was developed based on the preoperative independent risk factors that affected the OS in the postoperative proximal GC patients ( Figure 3 ). The C-index of the forecasting model was 0.751 (95%CI: 0.732-0.770). The postoperative 3-year and 5-year OS rate calibration curves indicated that the discriminative ability of the nomogram prediction model was similar to that of actual observation (Figure 4 ). To further test the validity of the nomogram prediction model, we divided the patients into quartile 1, quartile 2, quartile 3, and quartile 4 to obtain four different prognosis levels according to the score obtained from the forecast model; the 5-year OS rates of the four subgroups were 86.8%, 73.0%, 43.72%, and 20.9% (P < 0.001) ( Figure 5 ).
Development of a postoperative nomogram model for OS in patients and prediction of performance of the model
A nomogram prediction model was developed based on the postoperative independent risk factors that affected the OS in the postoperative proximal GC patients ( Figure 6 ). The C-index of the forecasting model was 0.758 (95%CI: 0.739-0.777). The postoperative 3-year and 5-year OS rate calibration curves indicated that the discriminative ability of the nomogram prediction model was similar to that of actual observation (Figure 7) . To further test the validity of the nomogram prediction model, we divided the patients into quartile 1, quartile 2, quartile 3, and quartile 4 to obtain four different prognosis levels according to the score obtained from the forecast model. The 5-year OS rates of the four subgroups were 82.6%, 74.3%, 45.9%, and 18.9% (P < 0.001) (Figure 8 ).
Internal validation test of effectiveness and accuracy of the proposed prediction model
The 3-year and 5-year OS calibration curves for the preoperative and postoperative nomogram prediction models using the validation set indicated that the discriminative ability was similar to that of actual observation.
In the training set, the optimal cutoff point for the total score in either the preoperative or postoperative nomogram prediction model for the training and validation sets was 18. The sensitivity, specificity, positive predictive value, and negative predictive value for the OS of proximal GC patients predicted by the preoperative nomogram prediction model were 73.6%, 75.3%, 74.9%, and 74.1%, respectively, while these values in the postoperative nomogram prediction model were 70.6%, 76.4%, 81.8%, and 63.4%, respectively.
In the validation set, the optimal cutoff point for the total score in either the preoperative or postoperative nomogram prediction model for the training and validation sets was 18. The sensitivity, specificity, positive predictive value, and negative predictive value for the OS of proximal GC patients predicted by the preoperative nomogram prediction model were 76.8%, 74.4%, 75.5%, and 82.8%, respectively, while these values in the postoperative nomogram prediction model were 85.5%, 59.8%, 70.4%, and 78.7%, respectively (Table 4 ).
DISCUSSION
GC is among the most common malignant tumors of the digestive system, and the key to enhancing the postoperative survival rate of GC patients is to pursue individualized and effective treatment measures suitable for different patients with GC. Searching for indicators that can effectively predict a poor prognosis in patients with GC may facilitate the formulation of an individualized treatment plan and thereby improve the prognosis of patients [21] . However, most research analyzing the risk factors related to the prognosis of GC has been limited to related postoperative factors, lacking guiding significance for a preoperative prediction. This study first investigated the preoperative and postoperative factors associated with prognosis in postoperative proximal GC patients and then developed an optimal model to predict the prognosis of patients undergoing proximal GC surgery.
A postoperative nomogram prediction model can help patients regarding individualized treatment and follow-up; clinical research designs, postoperative follow-up, and the implementation of adjuvant therapy can be performed according to the guidance of different prognostic levels of the patients. There are a few reports of a prognosis nomogram prediction model for postoperative GC. Kattan et al [4] and Han et al [6] proposed a nomogram to predict the long-term survival of patients after R0 resection for GC based on the postoperative depth of tumor invasion, tumor size, tumor site, and other risk factors. A study conducted by Qian et al constructed a clinical prognostic scoring system for resectable GC patients using the TNM staging, the postoperative rate of lymph node metastasis, lymphovascular invasion, and other risk factors [22] . Considering the overall postoperative GC prognosis prediction model, we found that the related indicators of blood transfusions and postoperative complications during the postoperative recovery process are also important components of the postoperative prediction model for proximal GC. The statistical weights of blood transfusion and postoperative complications in the prediction model were 1.505 and 1.477, respectively. Studies have reported [23] [24] [25] [26] that an allogeneic blood transfusion can alter normal immune cells and induce the differentiation of regulatory T cells, thereby inhibiting the activity of natural killer cells, leading to a decline in immune function; therefore, metastatic or residual tumor cells in the human body can escape the surveillance of the immune system. Some scholars have also hypothesized that blood transfusion-related immunosuppression can lead to the recurrence of tiny residual tumor lesions in early GC patients after radical gastrectomy [25, 27, 28] . Furthermore, data from 751 patients who underwent a radical resection of the stomach were retrospectively analyzed, and the results showed that postoperative complications have a significant impact on the 5-year OS; the patients were divided into grades 1, 2, 3, and 4 according to the grade of the severity of the overall complications, and the 5-year OS in each level was 43.0%, 42.5%, 25.5%, and 9.6%, respectively (P < 0.001) [29] . Therefore, we believe that the occurrence of overall complications is also an important factor in the postoperative GC prediction model. Our model includes not only the condition of the tumor in postoperative patients but also the recovery process, which is difficult to predict preoperatively. The C-index of the prediction model was 0.758, and the training set and internal validation of the OS calibration curve revealed that the discriminative ability of the nomogram prediction model was similar to actual observation. The prediction model was further divided into four different prognostic levels, and the patients among the subgroups exhibited remarkably different OS rates. Therefore, our postoperative model can more accurately predict OS in postoperative proximal GC patients.
In recent years, with progress in preoperative treatments, including new adjuvant chemotherapy, determining how to accurately judge the prognosis of patients preoperatively is critical. In addition, a preoperative prediction model can provide a simple and effective prediction tool to preoperatively distinguish between postoperative high and low mortality risk groups of patients with proximal GC. The targeted adoption of a relevant, more positive and effective operation has important significance for improving the prognosis of patients with proximal GC after operation. Furthermore, physicians could have a more comprehensive preoperative conversation with high-risk patients regarding the poor postoperative prognosis. Additionally, the preoperative prediction model can provide an important reference for choosing the appropriate preoperative cases for radical GC surgery. To date, no accurate and effective prognosis prediction model has been established based on the preoperative risk factors. The development of the preoperative nomogram model for predicting OS in proximal GC patients in our study included preoperative T stage, preoperative N stage, preoperative tumor size, preoperative CA19-9 level, ASA score, and 3-to 6-mo weight loss. According to a previous report [30] , a more advanced preoperative T and N stage, a greater preoperative tumor diameter, and a higher CA19-9 level indicate a greater tumor load, and thus, the prognosis is worse. Additionally, by studying 455 patients who underwent radical resection for GC, Liu et al [31] found that weight loss is an independent prognostic factor for OS. A possible reason for this finding is that patients with a preoperative weight loss have nutritional dysfunction; under this condition, the function of the immune system is relatively low, and the level of tumor cell resistance and the amount of various cellular factors in the blood are inadequate. Langius et al [32] believes that patients with preoperative weight loss have a significantly lower content of iNKT cells in the blood, and iNKT cells have significant antitumor effects. Furthermore, weight loss may be affected by cancer cachexia syndrome, and patients with cachexia tend to exhibit a significant weight loss. Previous studies report that patients with cachexia syndrome often have a poor prognosis [33] . Lee et al [34] report that GC patients with a preoperative ASA grade of 3 points or above have a significantly increased incidence of postoperative complications and mortality. Thus, the ASA score is considered an important reference index that influences the prognosis of GC patients. Therefore, incorporating the above index into the development of the preoperative nomogram prediction model for OS in proximal GC postoperative patients enables a more accurate and reliable result. Our results show that the C-index of the preoperative nomogram prediction model (0.751) was similar to that of the postoperative nomogram prediction model, and a simple reference is provided for the prediction of the prognosis of patients preoperatively. The prediction model combined the preoperative risk factors for the prognosis of patients, and the patients could be divided into four different levels; the OS significantly differed among the subgroups. In addition, we conducted an internal validation, which further confirmed the effectiveness and clinical practical value of the postoperative and preoperative nomogram prediction models.
There are certain limitations in this study. First, the study was conducted at a single center, and the included patients originated from Eastern countries. Compared with Western countries, Eastern countries have a higher incidence of GC, there are more cases of advanced GC, and the BMI is lower. Therefore, the results require verification by performing a multi-center, prospective trial with a large sample that combines cases from Eastern and Western countries. Second, the data regarding preoperative systemic inflammatory markers, such as CRP, were incomplete. We aim to further analyze the prognostic factors affecting survival through multi-center data with preoperative inflammatory markers and establish a more powerful application of the new nomogram. However, this study is the first to provide both preoperative and postoperative prognostic models for patients with proximal GC. Clinical surgeons can use this model to accurately assess the prognostic risk in such patients before surgery, and the postoperative model could help patients in terms of individualized treatment and follow-up guidance. 
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Searching for indicators that can effectively predict a poor prognosis in patients with GC may facilitate the formulation of an individualized treatment plan and thereby improve the prognosis of patients.
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This study aimed to explore the postoperative prognosis of proximal GC patients and the related preoperative and postoperative factors and establish preoperative and postoperative nomogram prediction models based on the results.
Research methods
Between January 2007 and June 2013, we prospectively collected and retrospectively analyzed the medical records of 746 patients with proximal GC, who were divided into a training set (n = 560, 75%) and a validation set (n = 186, 25%). A Cox regression analysis was used to identify the preoperative and postoperative risk factors for overall survival (OS).
Research results
Among the 746 patients examined, the 3-and 5-year OS rates were 66.1% and 58.4%, respectively. In the training set, preoperative T stage (cT), N stage (cN), CA19-9, tumor size, ASA core, and 3-to 6-mo weight loss were incorporated into the preoperative nomogram for the prediction of OS. In addition to these variables, LVI, postoperative tumor size, T stage, N stage, blood transfusions, and complications were incorporated into the postoperative nomogram. All calibration curves for the OS probability fit well. In the training set, the preoperative nomogram achieved a C-index of 0.751 [95% confidence interval (CI): 0.732-0.770] in predicting OS and accurately stratified the patients into four prognostic subgroups (5-year OS rates: 86.8%, 73.0%, 43.72%, and 20.9%, P < 0.001). The postoperative nomogram had a C-index of 0.758 in predicting OS and accurately stratified the patients into four prognostic subgroups (5-year OS rates: 82.6%, 74.3%, 45.9%, and 18.9%, P < 0.001).
